Unusual clinical course Background:
Background
The reported post-mortem incidence of gastrointestinal (GI) metastases is 0.9% in 1000 melanoma patients [1] . Although the small bowel is most commonly affected (58%), in the GI tract organ only 2% to 5% of cases manifested clinically ante-mortem [1, 2] .
Case Report
A 63-year-old Caucasian man was operated on for superficial spreading Stage IB melanoma of the right shoulder (T2a, N0, M0) Clark III, Breslow 2 mm, without ulceration. Sentinel lymph node biopsy was negative.
Eight months after the operation, the patient presented with an episode of gastrointestinal bleeding. He developed progressively worsening anemia and required 2 units of packed red blood cells. During an extensive investigation he was noted on capsule endoscopy to have an ulcerated bleeding lesion in the ileum, which was inaccessible to endoscopic biopsy. Biochemical and tumor marker -lactate dehydrogenase LDH -profiles were normal. A melanotic tumor at 38 cm from the ileocecal valve was detected on laparotomy ( Figure 1 ). There were no signs of metastatic spread during surgery.
Enterectomy was performed. The endoscopic investigation of the small bowel by the use of colonoscope during the operation was negative for metastatic spread. Postoperative CT scan, positron emission tomography (PET-CT) of the whole body, and bone scan were negative for extra-intestinal metastatic spread.
Histopathological report confirmed the diagnosis of malignant melanoma metastasis in the small bowel; 3 of the 19 lymph nodes were invaded by metastatic cells. The patient recovered well and was discharged on the 5th postoperative day. Based on the decision of the melanoma multidisciplinary meeting, he will receive adjuvant therapy with high-dose interferon alpha-2b.
Discussion
In the last 50 years, 3 large reviews of autopsies (Das Gupta et al. [1] in 1964, Blecker et al. [3] in 1999, and Schuchter et al. [4] in 2000) showed that the small bowel was the most common (50-58%) site of gastrointestinal metastasis in melanoma patients. This prevalence showed an increase in patients with disseminated metastases [1] [2] [3] [4] . Aside from the high prevalence, the majority of patients remain asymptomatic and only 2-5% of them with small intestine metastases developed clinically apparent symptoms diagnosed ante-mortem [2] .
The most common presenting symptoms are anemia (60%), abdominal pain (25-59%), hemorrhage (26-40%), obstruction (27%), palpable mass (12%), and weight loss (9%) [5] .
It was reported in 2001 by Bender et al. [6] and in 2004 by Wysocki et al. [7] that the time interval between initial diagnosis of melanoma and detection of metastasis is around 3.5 years (43.8+11.3 months). Furthermore, Elsayed et al., in a review of 103 cases of malignant melanoma in the small intestine, found that the time interval was 5.6 years for the surgically treated patients and 2.1 years for the cases that were diagnosed on autopsies [8] . It is widely reported that according to the time interval between the primary lesion and metastasis detection, we can subdivide the melanoma patients into 2 subsets: 1 that occurs among younger patients and gives rise to early metastases, and 1 that occurs in older patients and its metastatic possibility is attenuated 8 . Therefore, comparing the age of our patient, we can detect an obvious difference with the established information. Usually, melanoma GI metastasis is a late phenomenon of the disease, with an overall dismal prognosis [9] .
As to why extra-peritoneal neoplasias metastasize to intra-peritoneal organs and why melanomas metastasize to the small bowel are questions that have intrigued scientists for over a century. Studies and investigations of the chemokines, their ligands, and the role that they play in the metastatic process helped researchers further to understand the "seed and soil" concept proposed by Paget in 1889.
Amersi et al investigated the role of chemokine receptors and their ligands in the site-specific metastasis of melanoma to the small bowel [10] . They have done in-depth analysis of the chemokine-ligand axis CCR9-CCL25. This group showed that 102 of 198 metastatic melanomas metastasize to the small bowel. In addition, 88 of the 102 that metastasized to the small bowel overexpress CCR9. Furthermore, they demonstrated tumor migration in response to CCL25 and inhibition of that migration via anti-CCR9 antibodies or small interfering RNA (siRNA) [10] . In general, the conclusion of the study of Amersi et al is that CCR9 expression on primary neoplasias suggest a >60% likelihood that there will be metastasis to the small bowel.
Letsch et al. [11] also found that CCR9 was over-expressed on all melanoma cell lines isolated from small bowel metastases.
Ollila et al. [12] demonstrated that symptomatic patients derived a significant benefit from the surgical resection. The median survival for patients that underwent curative resection was 48.9 months compared to 5.4 months for palliative interventions [11] .
In 2001, Gutman et al. [13] showed similar benefits in surgical patients compare to medically treated patients. Interestingly, they found serum albumin levels over 3.5 g/l significantly correlated with increased survival. They also found that the severity of symptoms did not correlate with survival in their series [13] .
Results from an open multicentre prospective study confirmed that intestinal metastasis is frequent in advanced stages [14] . They also found that in patients with negative fecal occult blood test (FOBT) results, the small bowel metastasis detection rate was 72.7% for Stage IV, 14.3% for Stage III, and 0% for Stage I/II [14] . Therefore, comparing the stage of our patient with published results from reviews and case reports, we can see a striking uniqueness. It is very exceptional for Stage I malignant melanoma to give rise to symptomatic intestinal metastasis 8 months after the diagnosis of the primary lesion.
To the best of our knowledge, based on PubMed and Google Scholar searches, there is no reported case of small bowel metastasis from Stage I cutaneous melanoma.
Conclusions
Metastatic melanoma in the small bowel should be suspected in any patient with a previous history of malignant melanoma who develops GI symptoms or chronic blood loss. The malignant melanoma patients with small bowel metastases have the most to benefit from a surgical approach.
